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Connecting via Winsock to STN 



Welcome to STN International! Enter x:x 

LOGINID:SSPTASXY1626 

PASSWORD: 

****** RECONNECTED TO STN INTERNATIONAL ****** 
SESSION RESUMED IN FILE 'REGISTRY' AT 13:31:17 ON 13 MAR 2007 
FILE 'REGISTRY' ENTERED AT 13:31:17 ON 13 MAR 2 007 
COPYRIGHT (C) 2007 American Chemical Society (ACS) 



COST IN U.S. DOLLARS 
FULL ESTIMATED COST 

DISCOUNT AMOUNTS (FOR QUALIFYING ACCOUNTS) 
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SINCE FILE . 
ENTRY 
0.90 

SINCE FILE 
ENTRY 
0.00 
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187.28 
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Uploading C:\Program Files\Stnexp\Queries\10568495c . str 



8 9 10 11 12 



chain nodes : 
1 3 4 5 6 
chain bonds : 

1-3 3-4 4-5 5-6 6-7 7-8 8-9 8-10 9-11 11-12 

exact/norm bonds : 

1-3 5-6 6-7 8-9 8-10 9-11 

exact bonds : 

3-4 4-5 7-8 11-12 
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Match level : 

1: CLASS 3: Atom 4 : Atom 5: CLASS 6 : CLASS 7: CLASS 8: CLASS 9: CLASS 10: CLASS 
11: CLASS 12: CLASS 
Generic attributes : 

3 : 

Saturation : Unsaturated 

4 : 

Saturation : Unsaturated 



L7 



STRUCTURE UPLOADED 



= > d 17 

L7 HAS NO ANSWERS 
L7 STR 




Gl Cb,Ak,0,S,N 

Structure attributes must be viewed using STN Express query preparation. 
= > s 17 

SAMPLE SEARCH INITIATED 13:32:07 FILE 'REGISTRY' 
SAMPLE SCREEN SEARCH COMPLETED - 562 TO ITERATE 



100.0% PROCESSED 562 ITERATIONS 

SEARCH TIME : 00.00.02 

FULL FILE PROJECTIONS: ONLINE **C0MPLETE** 

. BATCH ** COMPLETE** 
PROJECTED ITERATIONS: 9818 TO 12662 

PROJECTED ANSWERS: 3 TO 163 
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=> s 17 full 

FULL SEARCH INITIATED 13:32:14 FILE 'REGISTRY' 
FULL SCREEN SEARCH COMPLETED - 12073 TO ITERATE 

100.0% PROCESSED 12073 ITERATIONS 
SEARCH TIME: 00.00.01 
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The CA Lexicon is the copyrighted intellectual property of the 
the American Chemical Society and is provided to assist you in searching 
databases on STN. Any dissemination, distribution, copying, or storing 
of this information, without the prior written consent of CAS, is 
strictly prohibited. 

FILE COVERS 1907 - 13 Mar 2007 VOL 146 ISS 12 
FILE LAST UPDATED: 11 Mar 2007 (20070311/ED) 

New CAS Information Use Policies, enter HELP USAGETERMS for details. 

This file contains CAS Registry Numbers for easy and accurate 
substance identification. 
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ANSWER 1 OP 14 HCAPLUS COPYRIGHT 2007 ACS On STN 
Entered STN: 01 Feb 2007 

The invention relates to the treatment of parasitic disease with 
inhibitors of the papain family cysteine proteases The parasitic diseases 
include toxoplasmosis, malaria, African trypanosomiasis, Chagas disease, 
leishmaniasis and schistosomiasis The invention also relate to the 
pharmaceutical compna. comprising a papain family cysteine protease 
inhibitor and another agent in the treatment for parasitic disease. 
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US 2005- 


702455P 




P 20050726 



RN 6 03141-70-4 HCAPLUS 
CN Pentanamide. 

N-1(1S)-1 -cyano-3 - (methyl thiol propyl ] -4-methyl-2- 1 [ (IS) -2.2.2- 

trifluoro-1- (4' - (methyl sulfonyl) (1. 1 ' -biphenyl) -4 -yl] ethyl J amino) - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



IT 603139-99-7P 603141-70-4P 603141-71-5P 
B47361-57-3P 92213B-48-5P 922138-49-6P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation) ; THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(papain family cysteine protease inhibitors for treatment of parasitic 
diseases and combination with other agents) 
RN 603139-99-7 HCAPLUS 

CN Pentanamide. N- (cyanomethyl ) -4 -methyl -2- { |2. 2, 2-trif luoro- 1 - (4 ■ - 

(methylsulfonyl) U, 1 • -biphenyl } -4 -yl) ethyl) amino) - . (2S) - (9CI) (CA 

INDEX 

NAME) 

Absolute stereochemistry. 




RN 603141-71-5 HCAPLUS 

CN Pentanamide, N- ( (IS) - 1 -cyano-3 - (methyl sul fonyl ) propyl) -4-methyl-2- ( ( (IS) - 
2.2,2-trifluoro-l- [4 1 - (methylsulfonyl) [l, I' -biphenyl] -4 -yl ) ethyl] amino) -. 
US)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 847361-57-3 HCAPLUS 
CN Pentanamide, 

N- (cyanophenylmethyl) -4-methyl-2- ( ( (IS) -2, 2, 2-trif luoro- 1- [4- - 

(methylsulfonyl) (1.1 '-biphenyl) -4 -yl ] ethyl ) amino) - , US) - (9CI) (CA 

INDEX 

NAME) 

Absolute stereochemistry. 




RN 922138-4B-S HCAPLUS 

CN Pentanamide, N- ( (IS) -l-cyano-2-phenylethyll -4 -methyl -2- ( ( (IS) -2,2,2- 

trifluoro-1- (4 ■ - (methylsulfonyl) (l , l • -biphenyl] -4 -yl) ethyl) amino) (2S) - 
(CA INDEX NAME) 

Absolute stereochemistry. 
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RN 922138-49-6 HCAPLUS 

CN Pentanamide, N- [ (1R) -1-cyano- 2- (methylsulfonyl) ethyl] -4-methyl-2- I t (IS) - 
2,3,2-trifluoro-l- [4' - (methylsulfonyl) {1 . 1 • -biphenyl] -4 -yl] ethyl) amino] -. 
US) - (CA INDEX NAME) 

Absolute stereochemistry. 




REFERENCE COUNT: 5 THERE ARE 5 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE 
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LIO ANSWER 2 OP 14 HCAPLUS COPYRIGHT 2007 ACS on STN 
ED Entered STNi .28 Jul 2006 

AB The invention relates to the treatment of obesity, the treatment of 
obeaity-releted disorders, prevention of weight gain, prevention of 
weight 

regain or for weight maintenance, by the use of a cathepsin K inhibitor 

as 

active ingredient, alone or in conjunction with other anti -obesity 
agents. 

The invention also relates to pharmaceutical compns. comprising cathepsin 
K inhibitors as active ingredients, pharmaceutically acceptable carriers 
or excipiente. and optionally one or more anti -obesity agents. 
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Cathepsin K inhibitors for the treatment of obesity 

and obesity-related disorders 
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Patent 
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Absolute stereochemistry. 



OTHER SOURCE (S) i MAR PAT 145:159867 

IT 603139-12-4 603139-13-S 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(cathepsin K inhibitors for treatment of obesity and obesity-related 
disorders) 
RN 603139-12-4 HCAPLUS 

CN Pentanamide, N- (cyanomethyl) -4 -methyl -2- £ ( ( IS) -2, 2 , 2-trif luoro-1 - [4 ' - 
(methyl sulfonyl) 11. 1' -biphenyl) -4-yl) ethyl) amino) -, (2S) - (9CI) (CA 

INDEX 



NAME) 

Absolute stereochemistry. Rotation (+) . 




REFERENCE COUNT: 
FORMAT 



THERE ARE 9 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE 
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AB This invention relates to a genus of compds., such as Nl- 



(l- 



cyanocyclopropyl) -4-f luoro-N2--[ (IS) -2, 2. 2 -trif luoro-1 - [4 ' - (methylsulf inyl) - 
1, 1' -biphenyl-4-yl]ethyl) -L-leucinamide or N-[l- 

I { (cyanomethyl ) amino) carbonyl) cyclohexyl) -4- (4-propylpiperazin-l- 
yDbenzamide, which are inhibitors of cathepsin K. These compds. are 
useful for treating or preventing atherosclerosis and atherosclerotic 
cardiovascular disease. 
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Cathepsin K inhibitors and atherosclerosis 

Percival, Michael David 

Merck Frosst Canada Ltd., Can. 
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OTHER SOURCE (S) : MAR PAT 145:159834 

IT 603139-13-5 603141-37-3 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study) .- USES (Uses) 

(cathepsin K inhibitors and treatment of atherosclerosis and 
atherosclerotic cardiovascular diseases and combination with other 
agents) 
RN 603139-13-5 HCAPLUS 

CN Pentanamide. 2- [ ( (IS) -1- (4 • - (aminosulfonyl) f l, 1 ■ -biphenyl) -4-yl) -2,2,2- 
trif luoroethyl) amino) -N- (cyanomethyl) -4 -methyl- . (2S) - (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 
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RN 603141-37-3 HCAPLUS 
CN Pentanamide, 

N- (cyanomethyl) -4-f luoro-4 -methyl -2- { I (IS) -2, 2, 2-trif luoro-1- 

(4 •- (methyl sulfonyl) [ 1 , 1 • -biphenyl) -4 -yl] ethyl } amino) -. (2S) - 
INDEX NAME) 

Absolute stereochemistry. 
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AB A practical, chroraatog . - f ree synthesis of potent cathepain K inhibitor I 
ia deacribed. The addition of 4-bromophenyll ithium to an 
a-trif luoromethyl imine derived from com. available (S)-leucinol was 
accontpliahed in a highly diaatereoaelective manner (97.6% de. 91% yield). 
Subsequent Suzuki croaa -coupl ing afforded the biaryl derivative 

Oxidation of the 

ale. and aulfide functionalities led to the formation of carboxylic acid. 
Cryatallization of the biaryl intermediate and the acid ae ita 
d i eye lohexyl amine 

ealt gave excellent impurity rejection. The final amide coupling with 
com. available aminoacetonitri le hydrochloride afforded I in excellent 
purity (99.6A% by HPLC, 100% de. <3 ppm Pd, W, Cr) . 

2006:413175 HCAPLUS 
145: 124273 

Diaatereoaelective Aryllithium Addition to an 
a-Trif luoromethyl Imine. Practical Syntheaia of 
a Potent Cathepain K Inhibitor 

Roy, Amelie; Goaaelin, Francis; O'Shea, Paul D. ; 
Cheng- Y. 

Department of Process Research, Merck Proset Centre 
for Therapeutic Research. Kirkland. QC. H9H 3L1, Can. 
Journal of Organic Chemistry (2006), 71(11), 
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TITLE: 
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CORPORATE SOURCE : 



SOURCE: 
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PUBLISHER: 
DOCUMENT TYPE : 
LANGUAGE: 
OTHER SOURCE (S) 
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CODEN: JOCEAH; ISSN: 0022-3 263 
American Chemical Society 
Journal 
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CASREACT 145:124273 

603139-12-4P 

RL: SPN (Synthetic preparation) ,- PREP (Preparation) 

(preparation of a potent cathepain K inhibitor by diaatereoaelective 
aryllithium addition to an "-trif luoromethyl imine) 

603139-12-4 HCAPLUS 

Pentanamide, N- (cyanomethyl ) -4 -methyl-2- [ [ (IS) -2, 2,2-trif luoro-l- [4 ' - 
(methylaulfonyl) (1 . 1 • -biphenyl 1 -4 -yl ) ethyl) amine) - , (2S) - (SCI) (CA 
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Absolute stereochemistry. Rotation (♦). 
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AB The present invention is directed to a novel process for preparing 

cyanomethyl peptide analoga I [Rl - H, alkyl; R2 - H. alkyl. haloalkyl, 
carboxyalkyl. el koxycarbonyl alkyl , cycloalkyl. cycloalkylalkyl . aryl, 
aralkyl. heteroaryl. heteroaralkyl , heterocyclyl , heterocyclylalkyl , CN, 
etc.; or Rl and R2 may form cycloalkyl or heterocycloalkyl ring; R3 - H, 
alkyl; R4 . alkyl, haloalkyl, cycloalkylalkyl, aryl, aralkyl, heteroaryl. 
heteroarylalkyl, heterocycloalkyl, etc.; or R3 and R4 may form cycloalkyl 
ring; R5 - H, alkyl; R6 - (un) substituted cycloalkyl. aryl. aralkyl, 
heteroaryl, heteroaralkyl, heterocyclyl; R7 - haloalkyl, RS - H, alkyl, 
haloalkyl) or pharmaceutical ly acceptable salts thereof, useful as 
cysteine protease inhibitors (no data) . Thus. N-alkylation of 
S- (2-di f luoromethoxybenzyl ) -L- cysteine (preparation given) with 
2, 2,2-trif luoro-l- (4-f luorophenyDethyl trif late (preparation given), 

followed 

by S-oxidation and amidation with 1-aminocyclopropanecarbonitrile 
(preparation 

given) gave cyanocyc lop ropy 1 peptide analog II after column chromatog. 



OTHER SOURCE (S): MARPAT 144 : 350977 

IT 603139-12-4P 603139-13-SP 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(methods for the preparation of cyanomethyl peptide analoga useful as 
cysteine protease inhibitors) 
RN 603139-12-4 HCAPLUS 

CN Pentanamide, N- (cyanomethyl) -4 -methyl-2 - [ ( (IS) -2. 2 , 2- tri f luoro- 1 - [4- - 
(methylaulfonyl) [1, 1* -biphenyl) -4 -yl) ethyl) amino) -. <2S) - (9CI) (CA 

INDEX 



NAME) 

Absolute stereochemistry. Rotation (♦) . 
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Based on our previous study with trif luoroethylamine as a P2-P3 amide 
isostere of cathepsin K inhibitor, further optimization led to 
identification of L-B73724 (I) as a potent and selective non-basic 
cathepsin K inhibitor. Thia compound showed excellent pharmacokinetics 

efficacy in an ovariectomized (OVX) rhesus monkey model. The vols, of 
distribution close to unity were consistent with this compound not being 
lysosomotropic, which ie a characteristic of baaic cathepsin K 
inhibitors. 
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The invention relateB to a novel class of compds. I |Rl, R2 are 
independently H, (un) suboti'tuted alkyl. alkenyl. aryl, heteroaryl or 
heterocyclyl; or R1R2C form a cycloalkyl or heterocyclyl ring; R3 is 
(un) substituted alkyl or alkenyl; R4 is alkyl or haloalkyl; R5 is H or 
alkyl; D, E are independently (un)subBtituted aryl or heteroaryl; X is 
cycloalkyl or CRaRb, where Ra, Rb are H or alkyl optionally substituted 

OR5] which are cysteine protease inhibitors (e.g., inhibitors of 
cathepeins K, L, S and B) and are useful for treating osteoporosis and 
other diseases in which inhibition of bone resorption is indicated. 

4-ffluoro-L- leucine 1 -cyanocyc lop ropy 1 amide II was prepared via coupling 



of 

intermediates 

1- (4-bromo-3-f luorophenyl) -N-cyclopropylcyclopropanecarboxam 

ide with Nl- (l-cyanocyclopropyl) -4- f luoro-N2 - ( (IS) -2 , 2. 2-trif luoro-1 - (4 - 
(4.4,5,5-tetramethyl-l,3,2-dioxaborolan-2-yl)phenyl)ethyl)-L-leucinamide 
in the presence of 

[X.X 1 -bis(diphenylphoophino) ferrocene) dichloropalladiuro 
(II). 
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AB The invention relates to compds. I which are cysteine protease 
inhibitors, 

including but not limited to inhibitors of cathepsins K. L, S and B, and 
are useful for treating diseases in which inhibition of bone resorption 

is 

indicated, e.g., osteoporosis, osteoarthritis and rheumatoid arthritis. 
Thus, a mixture of L-leucine Me ester hydrochloride, 2,2,2- 
trifluoroacetophenone, diisopropylethylamine and TiCl4 in CH2C12 was 
stirred overnight, addnl. TiCl4 added, and the mixture stirred an addnl. 

3 

h. A solution of NaCNBH3 in MeOH was added and the mixture stirred 2 h 

to 

afford Me N-(2,2,2-trif luoro- 1 -phenyl ethyl ) -L- leucinate . Saponification 
of the 

ester and reaction with aminoacetonitrile hydrochloride in DMP in the 
presence of PyBOP and Et3N yielded L- leucinamide derivative II. 



THU 
USES 



OTHER S0URCE(S)i MAR PAT 142:280425 

IT 603139-08-BP 603139-12-4P 603141-7O-4P 
603142-15-OP B47361-50-6P 847361-57-3P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation) 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); 
(Uses) 

(preparation of amino acid derivs. as cathepsin inhibitors) 
RN 603139-08-8 HCAPLUS 

CN Pentanamide, N- (cyanomethyl) -4 -methyl -2- I { [4 * - (methyl sul fonyl ) |l, l ■ - 
biphenyl] -4-yl) {4- (methylsulfonyl)phenyl)methyl]amino) -, (2S) - (9CI) 
INDEX NAME) 

Absolute stereochemistry. 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

INVENTOR (S) : 
PATENT ASSIGNEE (S) : 
SOURCE : 

DOCUMENT TYPE: 



PAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



PATENT NO. 



2005:219775 HCAPLUS 
142:260425 

Preparation of amino acid derivatives as cathepsin 
inhibitors 

Bayly, Christopher; Black, Cameron; McKay, Daniel J. 

Merck Frosst Canada t Co., Can. 

PCT Int. Appl.. 106 pp. 

CODEN: PIXXD2 

Patent 

English 



HN^^B 




KIND 



DATE 



APPLICATION NO. 



DATE 



WO 2005021487 

W: AE. AG, AL. 

CN. CO, CR. 

GE, GH, GM. 

LK. LR. LS. 

NO, NZ, OM. 

TJ, TM, TN. 

RW: BW, GH. GM, 

AZ, BY. KG. 

EE, ES, PI, 

SI, SK, TR, 

SN, TD. TC 
AU 2004268707 
CA 2535366 



Al 20050310 

AM, AT, AU, AZ, HA, 

CU, CZ. DE, DK. DM, 

HR, HU. ID, IL, IN. 

LT, LU, LV, MA, MD. 

PG, PH, PL, PT, RO. 

TR. TT, TZ. UA, UG, 

KE, LS, MW, MZ, NA. 

KZ. MD, RU. TJ, TM. 



WO 2004-CA1577 

BB, BG. BR. BW, BY, 

DZ, EC. EE, EG. ES, 

IS, JP. KE, KG. KP, 

MG, MK. MN, MW, MX. 

RU, SC. SD. SE. SG. 

US. UZ. VC. VN. YU. 

SD. SL, SZ, TZ, UG. 

AT, BE, BG, CH. CY. 



PR. GB, GR, HU. IE. IT, LU, MC. NL. PL. 
BP, BJ, CP, CG. CI. CM, GA, GM, GO, GW. 



20050310 
20050310 



AU 2004-26B707 
CA 2004-2535366 



20040823 

BZ. CA. CH, 

PI, GB, GD. 

KR, KZ, LC. 

MZ. NA, NI. 

SK, SL, SY. 

ZA. ZM, ZW 

ZM, ZW, AM. 

CZ. DE. DK, 

PT, RO, SE. 

ML. MR, HE, 

20040823 
20040823 



603139-12-4 HCAPLUS 

Pentanamide, N- (cyanomethyl) -4 -methyl -2- [ [ (IS) -2,2, 2-trif luoro-l- [4 • - 
(methyl sul fonyl) (1. 1* -biphenyl) -4 -yl J ethyl) amino] -, (2S> - (9CI) (CA 



Absolute stereochemistry. Rotation (♦> . 



Young, Shawquia, Page 9 



14/03/2007, 10568495c. trn 




RN 603141-70-4 HCAPLUS 
CN Pentanamide. 

N- [ ( IS) - l-cyano-3 - {methyl thio) propyl ] - 4 -methyl - 3 - I ( US ) -2.2.2- 

trif luoro- 1- [4 • - (methylsulfonyl ) (1. 1' -biphenyl] -4 -yl ] ethyl] amino] -. (2S) - 
(9CI) <CA INDEX NAME) 

Absolute atereochemiBtry. 




RN €03142-15-0 HCAPLUS ' 
CN Pentanamide, 

N- (l-cyano-l-methylethyl) -4-methyl-2- [ ((is) -2. 2 . 2-tri f luoro-1- 

{4- - (methylsulfonyl) (1. 1' -biphenyl] -4 -yl) ethyl) amino] -. (2S)- (9CI) (CA 
INDEX NAME) 

Absolute otereochemiatry. 



RN 847361-50-6 HCAPLUS 

CN Cyclopropanepropanamide. N- (cyanomethyl ) - 1 -methyl -a- ( [ ( IS) -2.2,2- 

tri f luoro- 1- (4 ' - (methylsul fonyl > [1 , 1 ■ -biphenyl ] -4 -yl) ethyl] amino) - . 
(ciS)- <9CI> (CA INDEX NAME) 

Absolute atereochemiBtry. 




RN 847361-S7-3 HCAPLUS 
CN Pentanamide, 

N- (cyanophenylmethyl) -4 -methyl -2- ( [ (IS) -2. 2. 2 -trif luoro- 1- 1 4 • - 

(methylaul fonyl) [1. 1 ' -biphenyl] -4 -yl] ethyl) amino] (2S> - (9CI) (CA 

INDEX 

NAME) 

Absolute stereochemistry. 



S OP 14 HCAPLUS COPYRIGHT 2007 ACS on STN 



(Continued) 




603141-16-8P 

RL: RCT (Reactant); SPN (Synthetic preparation) ; PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation of amino acid derive, as cathepain inhibitors) 
603141-16-8 HCAPLUS 

Pentanamide. N- (cyanomethyl )- 4 -methyl -2 - ( [ [4 - (methylsul fonyl ) phenyl ) (4 ' - 
(methylthio) [1. 1' -biphenyl] -4 -yl ] methyl ) amino] -. (2S) - (9CI) (CA INDEX 
NAME) 



Absolute stereochemistry. 




REFERENCE COUNT: 
FORMAT 



THERE ARE S CITED REFERENCES AVAILABLE POR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE 



ANSWER 9 OP 14 HCAPLUS COPYRIGHT 2007 ACS on STN 
Entered STN: 04 Mar 2005 

The invention relates to amino acid derivs. H02C-Gn-E-D- 
CHR4NHCHR3C0NHCR1R2CN [Rl. R2, R3 are independently H. (un) substituted 
alkyl or alkenyl; R4 is H or haloalkyl; D, E are independently 
(un) substituted aryl or heteroaryl; G is (un) substituted alkyl. alkoxy. 
aryl, heteroaryl, cycloalkyl, heterocyclyl , 0, imino, S, SO, S02 or CO; 
ia 1-3) . which are cysteine protease inhibitors and are useful for 
treating diseases in which inhibition of bone resorption is indicated, 
e.g., osteoporosis. Thus. (S) -p-MeS02C6H4C6H4 -p-CH (CP3) -L-Leu-NHCH2CN 

prepared by a multistep sequence in which the reactants are L-leucinol. 
tri f luoroacetaldehyde Me hemiacetal. 1 , 4 -dibromobenzene , 
- (methylthio) phenylboronic acid, and aminoacetonitrile hydrochloride. 
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KG, 


KZ, 


MD, 


RU, 


TJ, 


TM, 


AT, 


BE, 


BG. 


CH, 


CY, 


CZ, 


DE, DK, 






EE, 


ES, 


FI , 


PR, 


GB. 


GR, 


HU. 


IE. 


IT. 


LU, 


MC. 


NL, 


PL, 


PT. 


RO. SE, 






SI , 


SK, 


TR. 


BF , 


BJ, 


CP. 


CG, 


CI, 


CM, 


GA, 


GN. 


GO, 


GH, 


ML, 


MR. NE, 






SN, 


TD, 


TO 


























AU 


2004266740 




Al 




20050303 




AU 2004- 


266740 




20040819 


CA 


253S359 






Al 




20050303 




CA 2004- 


2535359 




20040819 


EP 


1673336 






Al 




20060628 
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20040819 




R : 


AT, 


BE, 


CH, 


DE, 


QK, 


ES, 


FR, 


GB, 


GR. 


IT, 


LI , 


LU. 


NL, 


SE, 


MC, PT, 






IE. 


SI, 


LT , 


LV, 


PI . 


RO, 
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TR, 


BG , 
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EE, 


HU. 


PL, 


SK 




CN 


1839114 






A 




20060927 




CN 2004- 


80023760 




20040819 


JP 


2007502781 




T 




20070215 




JP 2006- 


S23498 




20040B19 


US 


2006287373 




Al 




20061221 




US 2006- 


568495 




2006021S 


HTY APPLN. 


INFO. : 












US 2003- 


49682SP 




P 20030821 






















WO 2004- 


CA1524 




W 20040819 
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IT 603139-12-4P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use) ; BIOL (Biological study); PREP (Preparation) ; USES 
(Uses) 

(preparation of amino acid derivs. as cathepsin cysteine protease 
inhibitors) 
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CN Pentanamide. N- (cyanomethyl ) -4 -methyl -2 - 1 1 (is) -2, 2, 2-trif luoro-1- U' - 
(methylsulfonyl) [l.l- -biphenyl] -4 -yl] ethyl) amino]-, <2S)- (9CI) (CA 
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NAME) 
Absolute 



stereochemistry . Rotation (♦) . 




REFERENCE COUNT: 
FORMAT 



THERE ARE 7 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE 



A R3 
L G X N ^(CH 2 ) n O 




AB Title compds. I IE - absent or H, (un) substituted-alkyl , -elkenyl, -aryl, 
etc.; L - absent or CONH, NHCO. (un) substituted alkyl, etc.; D - absent 

or 

(un) substituted-cycloalkyl. -aryl, -heterocyclyl or -heteroaryl; G - 
absent or alkene, alkyne, CO, etc.; Y - (un) substituted-cycloalkyl , 
-aryl , 

-heterocyclyl or -heteroaryl; X - CO, alkylcarbonyl, alkenylcarbonyl . 
alkynylcarbonyl , methylene, or when B is absent X and A together form 
heterocyclic ring; B - absent or substituted aminoalkylcarbonyl : R3 - H 

or 

(un) substituted alkyl. or R3 and A together form a cycloalkyl or 
heterocyclic ring; R4 • H or (un) substituted alkyl, or R4 and A together 
Com a heterocyclic ring; n - 0-2; A - H. acetylene, alkyl, etc.; Q - 
absent or substituted amide, SH, S02NH2, C02H, etc.] are disclosed: As 
well as stereoisomers, pharmaceutically acceptable salts, esters, and 
prodrugs thereof; pharmaceutical compns . comprising such compds.; methods 
of treating bacterial infections by the administration of such compds. j 
and processes for the preparation of the compds. Thus, e.g., II was 
prepared via 

amidation of 3-bromo-4-f luorobenzoic acid with L-threonine Me ester 
hydrochloride followed by substitution with hydroxylamine hydrochloride. 
This invention pertains generally to treating infections caused by 
gram-neg. bacteria. More specifically, the invention described pertains 
to treating gram-neg. infections by inhibiting activity of 
UDP-3-O- (R-3-hydroxydecanoyl) -N-acetylglucosamine deacetylase (LpxC) . 
Many of I displayed an IC50 value of less than 10 mm with respect to 
inhibition of LpxC. 

ACCESSION NUMBER: 2004:610055 HCAPLUS 

DOCUMENT NUMBER: 141:157473 

TITLE: Preparation of amino acid derivatives as 

antibacterial 

agents 

INVENTOR(S): Anderson, Neils H. ; Bowman, Jason; Erwin, Alice; 
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Harwood, Eric; Kline, Toni; Mdluli, Khisimuzi; Ng, 
Simon; Pfister. Keith B. ; Shawar. Ribhi ; Wagman, 
Allan; Yabannavar, Asha 
Chiron Corporation, USA 
PCT Int. Appl . . 324 pp. 
CODEN: PIXXD2 
DOCUMENT TYPE: Patent 
LANGUAGE: English 
FAMILY ACC. NUM. COUNT: 1 
PATENT INFORMATION: 



PATENT NO. 



APPLICATION NO. 



WO 


2004062601 




A2 


20040729 


WO 2004 


-US433 




20040108 


wo 


2004062601 




A3 


20050421 












W: AE, AG. 


AL, 


AM, 


AT. AU. AZ, 


BA, BB, BG 


BR, BW. 


BY, 


BZ, CA, CH 




CN, CO. 


CR, 


CU. 


CZ. DE, DK, 


DM, DZ, EC 


EE, EG, 


ES, 


FI. GB, GD 




GB, GH, 


GM, 


HR, 


HU, ID, IL, 


IN, IS, JP 


KB, KG, 


KP, 


KR, KZ, LC 




LK, LR, 


LS, 


LT, 


LU. LV, MA, 


MD, MG. MK 


MN, MW, 


MX, 


MZ 


AU 


2004204760 




Al 


20040729 


AU 2004 


204760 




20040108 


CA 


2512582 




Al 


20040729 


CA 2004 


2512582 




20040108 


US 


2004229955 




Al 


20041118 


US 2004 


754928 




20040108 


EP 


1618087 
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20060125 


EP 2004 


700887 




20040108 




R: AT. BE, 


CH. 
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DK, ES. FR, 


GB, GR, IT 


LI, LU, 


NL, 
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IE, SI, 
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EE, 


HU, SK 


CN 


1777577 
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20060524 


CN 2004 


80005935 
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JP 


2006519772 
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20060831 
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500858 
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2005KN01343 
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IN 2005 


KN1343 




20050712 
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2006154988 




Al 


20060713 
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187708 
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PRIORITY APPLN. INFO 








US 2003 


43B523P 




P 20030108 












US 2003 


466974P 




P 20030430 












US 2003 


S20211P 




P 20031113 












US 2004 


754928 




Al 20040108 












WO 2004 
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W 20040108 



OTHER SOURCE (S) : MARPAT 14 1 : 1574 73 

IT 728867-6B-3P 728867-70-7P 728867-72-9P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(drug candidate; preparation of amino acid derivs. as antibacterial 

agents) 

RN 728867-68-3 HCAPLUS 

CN (l, l ' -Biphenyl] -4 -carboxamide, 

N- ( ( IS, 2R) - 1 - [ | (cyanophenylmethyl) amino] car 

bonyl] -2-hydroxypropyl) -4 • -hydroxy- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 728867-70-7 HCAPLUS 

CN (1. 1 • -Biphenyl] -4 -carboxamide, 

N- ( (IS, 2R) -i- ( I (cyanomethyl) amino) carbonyl] - 

2- (1-oxopropoxy) propyl) -4 • - (1-oxopropoxy) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 728867-72-9 HCAPLUS 

CN [1, 1 ' -Biphenyl] -4 -carboxamide, 

N- { (is, 2R) -l- ( t (cyanomethyl) amino) carbonyl] - 

2-hydroxypropyl] -4 • -hydroxy- (9CI) (CA INDEX I 

Absolute stereochemistry. 
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OMe 




AB The dipeptide derivs. [I [Rl - substituted Ph, aryl, diaryl, 
heterodiaryl , 

furanyl. arylfuranyl, pyrazolyl. etc.; R2 - H, (un) aubetituted 
cycloalkyl, 

indolyl, alkylindolyl . Me, Et. Pr, pentyl. etc.; R3 - H, or R2 and R3 

together with the carbon atom to which they are attached formed 

(un) substituted cycloalkylene, cycloalkenylene or spirocycloalkylene; R4 

H; R5 - H, (un) substituted alkyl or heteroaryl, or R4 and R5 together 

with 

the carbon atom to which they are attached form cycloalkylene or 
heterocycloalkylene} ] were prepared as cysteine protease inhibitors, in 
particular, cathepaina B, K, L, P, and s, for treating diseases mediated 
by these proteases. Thus, compound II was prepared via peptide coupling 

of 

2* -chlorobiphenyl-4-carboxylic acid with synthesized 2 (S) -amino-N- 
cyanomethyl-3- (2, 6-dif luoro-4-methoxyphenyl) -propionamide. Compds . of 



the 



invention were tested by in vitro easays for protease activity and showed 



cathepsins 
ACCESSION NUMBER: 
' DOCUMENT NUMBER : 
TITLE: 



and S inhibitory activity. 
2004:515539 HCAPLUS 
141:71829 

Cyanomethyl derivatives as cysteine protease 
inhibitors 
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RN 710350-22-4 HCAPLUS 

CN (i. 1 ■ -Biphenyl) -4 -carboxylic acid, 2-chloro-4 ' - t ( { (IS) -1- 

( I (cyanomethyl) amino! carbonyl) -3 -methylbutyl) amino} carbonyl } - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 



OTHER SOURCE (S) : MARPAT 141:71829 

IT 710350-11-1P 710350-22-4P 710350-24-6P 

710350-25-7P 710350-36-0P 710350-37-1P 

710350-39-3P 710350-B0-4P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation of dipeptide cyanomethyl derivs. as cysteine protease 
inhibitors) 
RN 710350-11-1 HCAPLUS 

CN (1, 1' :3' , 1' ' -Terphenyl) -5* -carboxamide. N-((1S)-1- 

( [ (cyenomethyl)aminolcarbonylj -3 -methylbutyl } -2.2'' -dimethoxy- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 




RN 710350-24-6 HCAPLUS 

CN {1, 1* -Biphenyl) -3-carboxylic acid, 4 • - ( ( I ( IS) -1- 

( ( (cyanomethyl) amino) carbonyl) - 3 -methylbutyl ) amino! carbonyl ) -6-methyl- 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




N^^ Bu-i 
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CN (1, l * -Biphenyl) -3 -carboxyl ic acid. 6-chloro-4 • - [ [{ (IS) -1 - 

I ( (cyanomethyl) amino] carbonyl] -3 -raethylbutyl } amino] carbonyl ] - (9CI) (CA 

INDEX NAME) 

Absolute stereochemistry. 




RN 710350-36-0 HCAPLUS 

CN (1, 1 ' -Biphenyl] -4 -carboxyl ic acid, 2. 6-dichloro-4 • - [f| ( is) -2- 
{ (cyanomethyl) amino) -1- I (2, 6-dif luorophenyl (methyl ) -2 - 
oxoethyl ] amino] carbonyl ) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 710350-37-1 HCAPLUS 

CN (1. 1 ' -Biphenyl] -3-carboxyl ic acid, S-chloro-4* - ( { ( (IS) -2- 

( (cyanomethyl) ami no] -1- I (2, 6-dif luoro-4-methoxyphenyl) methyl] -2- 
oxoethyl ] amino] carbonyl ] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry . 
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RN 710350-39-3 HCAPLUS 

CN 11, 1 ' -Biphenyl] -3 -carboxylic acid. 6-chloro-4 ' - 1 1 ( (IS. 3S) -1- 

[ ( (cyanomethyl) amino] carbonyl] -3 -phenylbutyl ] amino] carbonyl] -. methyl 
ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 710350-80-4 HCAPLUS 

CN (1, 1" -Biphenyl] -3-carboxylic acid, 6-chloro-4 '•({{( IS. 38)-l- 

( ( (cyanomethyl) amino] carbonyl] -3 -phenylbutyl] amino) carbonyl] - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 
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PREP (Preparation); a 
as cysteine protease 



IT 710350-76-8P 

RL: RCT (Reactant) ; SPN (Synthetic preparation) ; 
(Reactant or reagent) 

(preparation of dipeptide cyanomethyl derive, 
inhibitors) 
RN 710350-76-8 HCAPLUS 

CN {1, 1" -Biphenyl] -4 -carboxylic acid, 2-chloro-4 * - [ I { (IS) -1- 

{ I (cyanomethyl) amino) carbonyl] -3 -methylbutyl) amino) carbonyl J -, methyl 
ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



N^S^ Bu-i 
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AB This invention relates to cysteine protease inhibitors 

R7(D)nCR6R7NR8CR3R4C( :0)NHCR1R2CN (Rl-4 - H. (substituted) Cl-6-alkyl or 
C2-6-alkenyl; Rl and R2 or R3 and R4 may be take together with the C atom 
to which they are attached to form a (substituted) C3-8-cycloalkyl or 
heterocyclic ring; R5 - H, (substituted)Cl-6-alkyl ; R6 - 

(substituted) aryl , heteroaryl, Cl-6-haloalkyl , arylalky, heteroarylalkyl ; 
D - (substituted)Cl-3-alkyl, C2-3-alkenyl, C2-3 -alkynyl , aryl, 
heteroaryl, 

C3-B-cycloalkyl. heterocyclyl ; R7 - H, (substituted) CI -6-alkyl , 
C2-6-alkenyl. C2-6-alkynyl . CI - 6 -alkyloxy, etc.; R8 - H. C2-6-alkyl) 
including but not limited to, inhibitors of cathepsins K. L, S and B. 
These compds. sre useful for treating diseases in which inhibition of 

bone 

resorption is indicated, such as osteoporosis. 
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IT 603139-08-SP 603139-09-9P 603139-12-4P 
603139-13-SP 603139-22-6P 603139-23-7P 
603139-24-8P 603139-28-2P 603139-29-3P 
RL: BSU (Biological study, unclaasi Cied) ; 

THU 



SPN (Synthetic preparation); 
PREP (Preparation); USES 



(Therapeutic use) ; BIOL (Biological atudy) ; 
(Uses) 

(cathepain cysteine protease inhibitors and their therapeutic use) 
RN 603139-0B-3 HCAPLUS 

CN Pentanamide. N- (cyanomethyl ) -4 -diethyl -2- ( ( (4 ' - (methylsul f onyl) {1,1*- 

biphenyll -4-yl] [4 - (methylaulfonyl )phenyl J methyl ) amino} - , (2S) - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 




603139-12-4 HCAPLUS 

Pentanamide. N- (cyanomethyl ) -4 -methyl -2- [ ( (IS) -2 , 2. 2-trif luoro-1 - 14' - 
(methylsulfonyl) [1. !■ -biphenyl) -4 -yl] ethyl] amino} (2S)- (9CI) (CA 



i 

HN^ Bu-i 




O O 



RN 603139-09-9 HCAPLUS 

CN Pentanamide. N- (cyanomethyl > - 4 -methyl -2- { (2. 2 . 2-trif luoro-1- |4" - 

(methylsulfonyl) U, 1' -biphenyll -3-yllethylJemino] -. <2S) - (9CI) (CA 

INDEX 

NAME) 

Absolute stereochemistry. 



Absolute stereochemistry. Rotation (♦) . 




RN 603139-13-5 HCAPLUS 

CN Pentanamide. 2- ( ( (IS) -1- [4 1 - (aminooul fonyl) (1. l' -biphenyl} -4-yl] -2,2,2- 
trifluoroethyl ) amino) -N- (cyanomethyl) -4 -methyl-, (2S)- <9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 



L10 ANSWER 12 OF 14 HCAPLUS COPYRIGHT 2007 ACS on STN (Continued) 



V/° 




RN 603139-22-6 HCAPLUS 

CN Pentanamide. N- (cyanomethyl ) -5, 5, 5-tri f luoro-2- ( I (IS) -2 , 2, 2-trif luoro-1 - 
(4 (methylsulfonyl) {1. 1 ' -biphenyl] -4 -yl] ethyl ] amino] - , (2S) - (9CI) (CA 

INDEX NAME) 

Absolute stereochemistry. 




RN 603139-23-7 HCAPLUS 

CN Pentanamide. N- (cyanomethyl ) -2- ( I (S) - (4 -f luorophenyl) [4 ■ - 

(methylaulfonyl) (1,1 • -biphenyl} -4 -yl ] methyl ] amino} -4-methyl- . <2S) - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 



L10 ANSWER 12 OF 14 HCAPLUS COPYRIGHT 2007 ACS on STN (Continued) 



H 




RN 603139-24-8 HCAPLUS 

CN Pentanamide, N- (cyanomethyl) -2- I ( (S) - (2. 4 -dif luorophenyl) (4 • - 

(methylsulfonyl) (1, 1 • -biphenyl] -4-yl) methyl] amino} -4-methyl-. (2S) - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 




O o 



RN 603139-28-2 HCAPLUS 

CN Pentanamide. N- (cyanomethyl )-2- ( [(IS) -2, 2, 2-trif luoro- 1 - (4 1 - 

(methylsulfonyl) (1. 1' -biphenyl) -4 -yl ] ethyl] amino] -, (2S) - (9CI) {CA 

INDEX 

NAME) 

Absolute stereochemistry. 
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RN 603139-29-3 HCAPLUS 

CN Pentanamide, N- (cyanomethyl) -2- f ( UR) -2, 2, 2-trif luoro-l- (4 ■ - 

(methylsulfonyl) U, 1 ' -biphenyll -4-yll ethyl lamino) -. (2S) - (9CI) (CA 

INDEX 

NAME) 

Absolute stereochemistry. 




I 



L10 ANSWER 12 OP 14 HCAPLUS COPYRIGHT 2007 ACS on STN (Continued) 
603140-12-1P 603140-13-2P 603140-30-3P 
603140-40-5P 603140-46-1P 603140-50-7P 
603140-52-9P 603140-53-0P 603140-54-1P 
603140-55-2P 603140-56-3P 603140-64-3P 
603140-83-6P 603140-86-9P 603140-89-2P 
603140-90-5P 603140-91-6P 603140-94-9P 

603140- 95-OP 603140-99-4P 603141-02-2P 

603141- 05-5P 603141-06-6P 603141-07-7P 
603141-08-BP 603141-09-9P 603141-10-2P 
603141-U-3P 603141-12-4P 603141-13-5P 
603141-14-6P 603141-16-8P 603141-27-1P 
603141-37-3P 603141-56-6P 603141-69-1P 
603141-70-4P 603141-71-SP 603141-80-6P 

603141- 89-5P «03141-90-8P 603141-93-1P 
S03141-95-3P 603142-U-6P 603142-12-7P 

603142- 13-8P 603142-14-9P 603142-1S-0P 
603142-20-7P 603142-21-8P 603142-23-OP 
603142-24-1P 603142-30-9P 603142-35-4P 
603142-36-5P 603142-42-3P 603142-45-6P 
603142-49-0P 603142-70-7P 

RL: SPN (Synthetic preparation); THU (Therapeutic use); BIOL (Biological 

study); PREP (Preparation); USES (Uses) 

(cathepsin cysteine protease inhibitors and their therapeutic use) 
RN 60313 9-56-6 HCAPLUS 
CN Pentanamide. 

N- (cyanomethyl) -4 -methyl -2- UUS) -2. 2. 3 , 3 , 3-pentaf luoro- 1 - (4 ' - 

(methyithio) |1. 1' -biphenyll -4 -yl 1 propyl ] amino} -. (2S> - (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 




i-Bu^S/NH 
I 



603139-56-6P 603139-57-7P 603139-65-7P 
603139-67-9P 603139-68-OP 603139-69-1P 
603139-70-4P 603139-72-6P 603139-74-8P 
603139-78-2P 603139-84-0P 603139-85-1P 
603139-89-5P 603139-90-BP 603139-91-9P 
603139-94-2P 603139-97-5P 603139-98-6P 

603139- 99-7P 603140-00-7P 603140-07-4P 

603140- OB-5P 603140-10-9P 603140-11-OP 



RN 603139-57-7 HCAPLUS 
CN Pentanamide, 

N- (cyanomethyl) -4 -methyl -2- I [ (IS) -2 , a, 3 . 3, 3-pentaf luoro-l - [4 ' - 

(methylsulfonyl) (1, 1' -biphenyll -4 -yl ] propyl) amino) -. (2S) - (9CI) 
INDEX NAME) 

Absolute stereochemistry. 
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RN 603139-65-7 HCAPLUS 

CN Pentanamide, 2- [ { ( IS) - 1 - (4 • -cyano [1 . 1 • -biphenyl J -4-yl ) -2. 2, 2- 

trif luoroethyl] amino) -N- (cyanomethyl) -4 -methyl - . (2S) - (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 




RN 603139-67-9 HCAPLUS 

CN II, 1' -Biphenyll -2-carboxyl ic acid. 

4* •[1-1(1- ({ (cyanomethyl) amino) carbonyl 

J -3-methylbutyl)amino) -2, 2 , 2-trif luoroethyl ) -. methyl ester (9CI) (CA 

INDEX NAME) 



f 




C-NH-CHa-CN 
0 



RN 603139-68-0 HCAPLUS 

CN [1. 1' -Biphenyl) -3-carboxyl ic acid. 

4 , -U-lU-U (cyanomethyl) ami no) carbonyl 

) -3-methylbutyll amino] -2.2, 2-trif luoroethyl) -. methyl ester (9CI) (CA 

INDEX NAME) 



it 




NC- CH 2 -NH-C 
0 



RN 603139-69-1 HCAPLUS 
CN Pentanamide, 

N- (cyanomethyl) -2- I ( (IS) - 1 - (3 ■ . 4 • -dimethoxy (l. l • -biphenyl) -4- 

yl) -2,2,2-trifluoroethyllamino) -4-methyl-, (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



Young, Shawquia, Page 15 



14/03/2007, 10568495c. trn 

LIO ANSWER 13 OP 14 HCAPLUS COPYRIGHT 2007 ACS on STN (Continued) L10 ANSWER 12 OP 14 HCAPLUS COPYRIGHT 2007 ACS on STN (Continued) 



HN^Bu-i 



^CF 3 




RN 6O3139-70-4 HCAPLUS 

CN Pentanamide. N- (cyanomethyl) -4 -methyl -2- I ( (IS) -2. 2, 2-trif luoro-1- If - 
(trifluoromethyl) (1. 1- -biphenyH -4-yl] ethyljamino] (2S) - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 




RN 603139-74-B HCAPLUS 

CN Pentanamide, N- (cyanomethyl ) -4-methyl-2- [ ( (IS) -2. 2, 2-trif luoro- I- (4 ■ - 
(trifluoromethoxy) [1. l • -biphenyl] -4-yl)ethyl]aminoJ (2S) - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 




RN .603139-72-6 HCAPLUS 

CN Pentanamide. N- (cyanomethyl) -4-methyl-2- { ((IS) -2. 2 . 2- trif luoro- 1- (3* - 
formyl (1, l« -biphenyl) -4 -yl ) ethyl ) amino] ~. (25) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 603139-78-2 HCAPLUS 

CN [1, 1' -Biphenyl) -4 -carboxylic acid, 

4*-{l-{[l-[l (cyanomethyl) amino) carbonyl 

} -3-methylbutyl] amino) -2, 2,2-trifluoroethyl] -, methyl ester (9CI) (CA 

INDEX NAME) 



L10 ANSWER 12 OF 14 HCAPLUS COPYRIGHT 2007 ACS on STN (Continued) 




r 



i-Bu-CH-NH O 
NC— CH 2 -NH-^C 
0 

RN 603139-84-0 HCAPLUS 

CN Pentanamide. N- (cyanomethyl) -4 -methyl -2- ( I (IS) - 2 . 2 . 2 -tr i f luoro- 1 - (3 1 - 

methoxy[l,l' -biphenyl) -4-yl)ethyl)amino]-, US) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




L10 ANSWER 12 OP 14 HCAPLUS COPYRIGHT 2007 ACS on STN (Continued) 
RN 603139-89-5 HCAPLUS 

CN Pentanamide, 2- ( [ (IS) -1- (3 ' -acetyl [1 . 1 ' -biphenyl ] -4 -yl ) -2 , 2 . 2 - 

trif luoroethyl] amino] -N- (cyanomethyl) -4 -methyl - , (2S>- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 




RN 603139-90-8 HCAPLUS 

CN Pentanamide, N- (cyanomethyl) -4 -methyl -2- ( ( (IS) -2. 2, 2-trif luoro-1- {3 • - 
(trif luoromethyl) Jl, 1' -biphenyl] -4 -yl J ethyl ) amino) - , (2S)- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 



H 



RN 603139-85-1 HCAPLUS 

CN Pentsnamide, 2- (( (IS) -l- [4* - (acetylamino) -3 ■ -fluoroU. 1' -biphenyl) -4-yl] - 
2, 2, 2- tri f luoroethyl ] amino] -N- (cyanomethyl ) -4 -methyl - , (2S)- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 





RN 603139-91-9 HCAPLUS 

CN Pentanamide. N- (cyanomethyl ) -4 -methyl -2- [ [(IS) -2, 2. 2-trif luoro-1- (5 1 - 
f luoro- 2 ■ -methoxy II, 1' -biphenyl] -4-yl) ethyl) amino) (2S) - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 
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i 




RN 603139-94-2 HCAPLUS 

CN 2-Propenoic acid. 3 - [4 • - [ 1 - [ [1 - { ( (cyanomethyl ) amino! carbonyl ] -3 - 

methylbutyl] amino] -2, 2. 2-trif luoroethyl) 1 1 , 1 • -biphenyl) - 3 -yl ] - <9C1) (CA 
INDEX NAME) 




NC-CH 2 -NH-C 
O 



RN 603139-97-S HCAPLUS 

CN Pentanamide. 2-l((lS)-l-(3" -acetyl - 4 ' -hydroxy 11,1* -biphenyl ] -4-yl) -2 , 2 , 2- 
tri f luoroethyl) amino] -N- (cyanomethyl) -4-methyl-. (2S) - (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 



HN^^Bu-i 

I 



AC, 




ho' 



RN 603139-9B-6 HCAPLUS 
CN Pentanamide. 

N- (cyanomethyl) -2- 1 1 (IS) - 1 - {2 ' - (cyanomethyl) (1. l* -biphenyl] -4* 

yl] -2.2,2-trifluoroethyl]araino) -4-methyl-. (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 603139-99-7 HCAPLUS 

CN Pentanamide. N- (cyanomethyl) -4-methyl -2-1 (2,2. 2-trif luoro-1- (4 * - 

(methyl su If onyl) (1.1 '-biphenyl] -4-yl] ethyl) amino)-. (2S) - (9CI) (CA 

INDEX 

NAME) 

Absolute stereochemistry. 



L10 ANSWER 12 OF 14 HCAPLUS COPYRIGHT 2007 ACS On STN (Continued) 




RN 603140-00-7 HCAPLUS 

CN Pentanamide. N- (cyanomethyl) -4-methyl -2- I [2. 2, 2 -trif luoro-1- (4*- 

(methyloulfinyl) (l.l- -biphenyl) -4 -yl) ethyl] amino) - . <2S)- (9CI) (CA 

INDEX 

NAME) 

Absolute stereochemistry. 




RN 603140-07-4 HCAPLUS 

CN Pentanamide. 2- I {1- (4 • - (aminosulfonyl) [1. 1' -biphenyl J -4-yl] -2.2, 2- 

tri f luoroethyl ] amino] -N- (cyanomethyl ) -4 -methyl - , (2S) - (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 



L10 ANSWER 12 OF 14 HCAPLUS COPYRIGHT 2007 ACS on STN (Continued) 




RN 603140-08-5 HCAPLUS 

CN Pentanamide, N- (cyanomethyl) -4 -methyl -2- ({ (IS) -2, 2, 2-trif luoro-l- (4 • - 
(methylthio) (1,1- -biphenyl) -4-yl]ethyl)amino]-. (2S)- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 




RN 603140-10-9 HCAPLUS 

CN Pentanamide. N- (cyanomethyl ) - 4-methyl - 2 - I((1S) -2. 2, 2-trif luoro- 1 - (4 • - (4 - 
morpholi nylsu If onyl) (1. 1' -biphenyl] -4-yl) ethyl) amino) -. <2S)- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 
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PJJ 603140-11-0 HCAPLUS 

CN Pentanamide. N- (cyanomethyl) -4 -methyl -2- ( ( (IS) -2. 2, 2-trif luoro- 1- [4 ' - 

methylethyl)sulfonylHl. 1" -biphenyl] -4 -yl] ethyl) amino] (2S)- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 



L10 ANSWER 12 OF 14 HCAPLUS COPYRIGHT 2007 ACS on STN (Continued) 




I 

H 



RN 603140-13-2 HCAPLUS 

CN Pentanamide. N- (cyanomethyl ) -4-methyl-2- [ ( (IS) *2, 2, 2-trif luoro- 1 - [2'- 

methyl-4'- (methyl sulfonyl) (1, 1 ' -biphenyl] -4 -yl ] ethyl] amino] -, (2S)- (9CI) 
(CA INDEX NAME) 

Abaolute stereochemistry. 





RN 603140-12-1 HCAPLUS 

CN Pentanamide. 2- [ [ ( IS) -1- [4 • - ( (acetylamino) sulfonyl) [1. 1' -biphenyl} -4-yl] - 
2, 2. 2-trif luoroethyl) amino] -N- (cyanomethyl) -4 -methyl-, (2S) - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 



RN 603140-30-3 HCAPLUS 

CN Pentanamide. N- (cyanomethyl) -4 -methyl -2- ( 12. 2, 2-trif luoro- 1 - 14 ■ - 

. (methylthio) (1 , l ■ -biphenyl] - 3 -yl] ethyl] amino) (2S) - (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 



L10 ANSWER 12 OF 14 HCAPLUS COPYRIGHT 2007 ACS On STN (Continued) 




O 



RN 603140-40-5 HCAPLUS 

CN Pentanamide, N- (cyanomethyl) -4-methyl-2- ( [ ( IS) -2, 2. 2-trif luoro-1- (4 * - 

methoxy [1.1 '-biphenyl] -4-yl) ethyl) amino] -. (2S) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




OMe 



I 

i-BU^^NH 




RN 603140-46-1 HCAPLUS 

CN Pentanamide, 2- ( ( ( IS) -1 - (4 ■ - (acetylamino) -2' -methyl [1. 1 ' -biphenyl) -4-yl) - 
2. 2. 2-trif luoroethyl ) amino] -N- (cyanomethyl) -4 -methyl-. (2S)- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 



L10 ANSWER 12 OF 14 HCAPLUS COPYRIGHT 2007 ACS on STN (Continued) 



H 




• CN 



RN 603140-50-7 HCAPLUS 

CN Pentanamide, N- (cyanomethyl) -4-methyl-2- ( [ (IS) -2, 2 , 2-trif luoro-1- (4 ' ' - 
(methylsulfonyl) [l,l':4',l'' -terphenyl) -4-yl] ethyl) amino] - , (2S) - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry- 




RN 603140-52-9 HCAPLUS 

CN Cyclopropanepropanamide, N- (cyanomethyl ) - 1 -methyl -ci- {[2,2,2- 

trif luoro-1- [4 1 - (methylsulfonyl) (1, 1 • -biphenyl) -4 -yl] ethyl ] amino] - (9CI) 
(CA INDEX NAME) 
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r 



RN 603140-53-0 HCAPLUS 

CN Cyclopropanepropanamide, N- (cyanomethyl ) - 1 -methyl -a- ((2, 2, 2- 

trifluoro-1- (4' - (methylthio) |1, X' -biphenyl] -4-yl] ethyl 1 amino) - (9CI) (CA 
INDEX NAME) 




C-NH-CHj-CN ^ > 
CH 3 - CH NH — CH ^ ^ 



^ CH 3 - CH N 



RN 603140-56-3 HCAPLUS 

CN Pentanamide, N- (cyanomethyl) -4 -methyl -2- I { (IS) -2 . 2, 2-trif luoro-l - (4* - 

(hydroxymethyl) (X, 1' -biphenyl J -4-yl J ethyl J amino] -. (2S)- (SCI) (CA INDEX 
NAME) 

Absolute stereochemistry. 



RN 603140-54-1 HCAPLUS 

CN Pentanamide, N- (cyanomethyl) -4 -methyl -2- ( J (IS) -2, 2. 2 -trif luoro-l- (4 ' - 
methyl [1. 1' -biphenyl] -4-yl) ethyl ]aminoJ -. (2S) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 





603140-64-3 HCAPLUS 

Pentanamide, 2-.l(l-|3' - (acetylamino) [1. 1* -biphenyl! -4-yl] -2.2.2- 

trif luoroethyl } amino) -N- (cyanomethyl ) -4 -methyl - , (2S)- (9CI) (CA INDEX 



RN 603140-55-2 HCAPLUS 

CN Pentanamide, 2- I { ( IS) - 1- (4- -acetyl [1.1' -biphenyl} -4-yl ) -2, 2 , 2- 

trif luoroethyl] amino] -N- (cyanomethyl ) -4 -methyl - , (2S> - (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 



• Absolute stereochemistry. 
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(Continued) 




RN 603140-83-6 HCAPLUS 

CN Pentanamide, N- (cyanomethyl) -4 -methyl -2- ((2,2, 2-trif luoro- 1- (4 ■ - 

(methylthio) (1.1' -biphenyl] -4-yl]ethyl]amino) - . (2S) - (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 




RN 603140-86-9 HCAPLUS 

CN Pentanamide, N- (cyanomethyl) -2- [ (l- {4 • - (dimethylamino) (1,1' -biphenyl] -4- 
yl] -2. 2. 2-trif luoroethyl ] amino] -4-methyl-, (2S) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



603140-89-2 HCAPLUS 

Pentanamide, N- (cyanomethyl ) -4-methyl-2- I (2, 2, 2-trif luoro-l - {3' - 
(methylsulfonyl) [1,1 '-biphenyl] -4-yl] ethyl I amino!-. (2S)- (9CI) (CA 



Absolute stereochemistry. 




603140-90-5 HCAPLUS 
(1. 1« -Biphenyl] -4 -carboxylie acid, 
-(1-1(1-11 (cyanomethyl) amino) carbonyl 

] -3-methylbutyl]amino] -2, 2, 2-trif luoroethyl] - (9CI) 



(CA INDEX NAME) 
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F 3 C-CH 
_ i-Bu-CM-HH 
NC-CH3- NH-C 



RN 603140-91-6 HCAPLUS 

CN I 1. 1 ' -Biphenyl] -4 -carboxaraide. 

4 , -{l-lU-ll (cyanomethyl) amino] carbonylj -3- 

raethylbutyl} amino) -3.3, 3-tri fluoroethyl) -U- (nethoxymethyl) - 

INDEX NAME) 



P3C-CH 
i-Bu-CH-NH 



NC-CHa-NH-C 



RN 603140-94-9 HCAPLUS 
CN Pentanamide, 

3- (I (IS) -1- {3 ' - (aminosulfonyl) -4 • -bromofl, 1 • -biphenyl] -4-yl) - 

2,2.2-trifluoroethyl)amino) -N- (cyanomethyl) -4 -methyl-, US) - (9CI) 
INDEX NAME) 

Absolute stereochemistry. 




RN 603140-95-0 HCAPLUS 
CN Pentanamide. 

3- { ( (IS) -1- [4* -brorao-3 ' - (methylsulfonyl) [1 , 1 ' -biphenyl} -4-yl} - 

2. 2, 2-trif luoroethyi] amino] -N- (cyanomethyl ) -4 -methyl - . (3S> - 
INDEX NAME) 

Absolute atereochemiotry. 



<»CI) (CA 




RN 603140-99-4 HCAPLUS 

CN Pentanamide. N- (cyanomethyl) -4-methyl-2- i ( (IS) -2. 2. 2-trif luoro-1- {4* 
( (trif luoromethyl) sulfonyl} [1. 1' -biphenyl) -4 -yl ] ethyl ] amino] -, (3S) - 

(9CI) 

(CA INDEX NAME) 
Absolute stereochemistry. 
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U \S/ 



Bu-i 




RN 603141-02-2 HCAPLUS 
CN Pentanamide, 

N- (cyanomethyl) -2- ( { (IS) -1- (4 * - (ethylsulfonyl ) (1,1' -biphenyl] - 

4-yl) -2.2, 2-trifluoroethylJamino) -4-raethyl-. (2S) - (9CI) (CA INDEX NAME) 

Absolute stereochemiotry. 




<9CI> 



603141-05-5 HCAPLUS 

Pentanamide. N- (cyanomethyl ) -4 -methyl -3- [ { ( IS) -3, 3,3-trif luoro-1- [4* 
«thoxy-3 (methylsulfonyl) |l, 1 • -biphenyl} -4-yl} ethyl] amino} -. (3S> - 

(CA INDEX NAME) 



Absolute stereochemistry. 



RN 603141-06-6 HCAPLUS 

CN Pentanamide, 2-^I(lS)-l-[4' , -chloro-4 * - (methylsulfonyl) t3' ,1' * ~ 

terphenyl) -4-yl) -2, 2. 2-trif luoroethyl ) amino) -N- (cyanomethyl) -4-methyl- 
(2S) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 603141-07-7 HCAPLUS 

CN Pentanamide. N- (cyanomethyl ) -4 -methyl -2- ([ (IS) -2,2. 2-trif luoro-1- [2' 
methoxy-4' - (methylsulfonyl) {1 , 1 • -biphenyl ) -4-yl ] ethyl J amino] -. (2S)- 

(9CI) 

(CA INDEX NAME) 
Absolute stereochemistry. 
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0 O 



RN 603141-08-B HCAPLUS 

CN Pentanamide, 2- 1 1 (IS) - 1 - [2 ' -chloro-4 • - (methylsulf onyl) [1 , 1 • -biphenyl] -4- 
yl] -2, 2, 2 -trif luoroethyl ) amino] -N- (cyanomethyl ) -4 -methyl - , (2S> - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 




RN €03141-10-2 HCAPLUS 

CN Pentanamide, N- (cyanomethyl) -4-methyl-2- ( I (IS) -2. 2,2-triCluoro-l- (3' - 

fluoro-4' - (methyl sulConyl) (l , 1 • -biphenyl] -4 -yl 1 ethyl] amino] - . <2S) - (SCI) 
(CA INDEX NAME) 

Absolute stereochemistry. 



HN^ B 




RN 603141-09-9 HCAPLUS 

CN Pentanamide. N- (cyanomethyl) -4-methyl-2- { | (IS) -2,2. 2-triC luoro-1- (4 ■ - ( (2- 
hydroxyethyl) thiol [1. 1" -biphenyl] -4 -yl] ethyl | amino] -, (2S)- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 




RN 603141-11-3 HCAPLUS 

CN Pentanamide. N- (cyanomethyl) -4-raethyl-2- I I (IS) -2, 2. 2-trif luoro-1- [4 ' - ( (2- 
hydroxyethyl) sulConyl] (1. 1 ' -biphenyl] -4 -yl ] ethyl ] amino) -. (2S) - (9CI) 

(CA 

INDEX NAME) 
Absolute stereochemistry. 
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RN 603141-12-4 HCAPLUS 

CN Pentanamide. N- (cyanomethyl ) - 4 -methyl - 2- [ [ (IS) -2. 2 , 2 - trif luoro- 1- (3'- 
( methyl sulConyl) 11,1' -biphenyl) -4 -yl J ethyl] amino] -, (2S) - (9CI) (CA 

INDEX 

NAME) 

Aboolute stereochemistry. 




RN 603141-13-5 HCAPLUS 

CN Pentanamide. N- (cyanomethyl > -4 -methyl -2- I ( ( IS) -2 , 2 , 2- trif luoro- 1 - [4«- 1(2- 

( methoxymethylami no) -2 -oxoethyl] sulConyl] (1,1' -biphenyl) -4-yl)ethyl]amino) - 
. (2S>- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 603141-14-6 HCAPLUS 

CN Pentanamide. N- (cyanomethyl) -4 -methyl -2- { I (IS) -2,2,2-triCluoro-l- [4 ' - [ (2- 
hydroxy- 2 -methyl propyl) sulConyl] (1,1' -biphenyl] - 4 -yl) ethyl] amino] -, (2S) - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry- 




i-Bu^S/NH 



i 




RN 603141-16-8 HCAPLUS 

CN Pentanamide. N- (cyanomethyl ) -4 -methyl -2-([|4- (methyl sulConyl ) phenyl ] [4 • - 
(methylthio) (1, 1* -biphenylj -4-yl)methyl]amino| -. (2S)- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 
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RN 603141-27-1 HCAPLUS 
CN Pentanamide. 

N- (cyanomethyl) -4-methyl-2- { 1 ( IS) -2.2,3,3, 3 -pentaf luoro- 1- {4 ' - 

U-hydroxy-1 -methyl ethyl) [1 . l • -biphenyl J -4 -yl) propyl) amino) - . (2S) - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry . 




RN 603141-37-3 HCAPLUS 

CN Pentanamide, 

N- (cyanomethyl ) -4 - f luoro- 4 -methyl -2- l( (IS) -2, 2, 2-trif luoro- 1- 

{4- - (methylsulfonyl) [l. l- -biphenyl) -4 -yl ) ethyl ) amino) -. (2S) - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 
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RN 603141-70-4 HCAPLUS 
CN Pentanamide. 

N- t (IS) -l-cyano-3- (methylthio) propyl ) -4-methyl-2- ( ( (IS) -2,2.2- 

trifluoro-1- [4 • - (methylsulfonyl) (1, 1' -biphenyl) - 4 -yl ) ethyl) amino) -. (2S> - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 603141-71-5 HCAPLUS 

CN Pentanamide. N- [ ( IS) - 1 -cyano- 3 - (methyl sul fonyl ) propyl 1 -4-methyl-2- [ ( (IS) - 
2.2,3-trifluoro-l- (4»- (methylsulfonyl) [l. l' -biphenyl) -4-yl) ethyll amino] 
(2S)- (SCI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 603141-56-6 HCAPLUS 

CN Pentanamide. 2- |{ US) - 1- (4 • -acetyl [l. l 1 -biphenyl] -4 -yl ) -2. 2. 3. 3 , 3 - 

pentafluoropropyl) amino) -N- (cyanomethyl) -4 -methyl-. (2S) - (9CI) (CA 

INDEX 

NAME) 

Absolute stereochemistry. 




RN 603141-69-1 HCAPLUS 
CN Pentanamide. 

N- [(IS) -1-cyanoethyll -4-methyl-3- ( 1 (IS) -2, 2. 2-trif luoro-1- (4- - 

(methylsulfonyl) [I, 1 ' -biphenyl J -4 -yl} ethyl) amino] (2S) - (9CI) (CA 

INDEX 

NAME) 

Absolute stereochemistry. 
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O O 



RN 603141-80-6 HCAPLUS 

CN Pentanamide, N- (cyanomethyl) -S. 5, 5-trif luoro -4 -methyl -2- 1 1 (IS) -2,2,2- 

trif luoro-1- 14 * - (methylthio) (1.1' -biphenyl] -4 -yl] ethyl ] amino) - , (2S, 4S) 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 603141-89-S HCAPLUS 

CN Pentanamide. N- (cyanomethyl) -4 -methyl -2- { ( (IS) -2, 2 , 2-trif luoro-1 - (4 • - (1 
hydroxyethyl) (l, l' -biphenyl) -4-yl) ethyl] amino) -, (2S) - (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 
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RN 60314 1 - 90- B HCAPLUS 

CN Pentanamide. N- (cyanomethyl ) -4-methyl -2- [ ( { IS) -2 , 2, 2- trif luoro-l - [4 • - 

(2,2.2-trifluoro-l-hydroxyethyl) (1,1* -biphenyl) -4 -yl] ethyl) aminoj -. <2S) 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



L10 ANSWER 12 OP 14 HCAPLUS COPYRIGHT 2007 ACS on STN (Continued) 




RN 603141-95-3 HCAPLUS 
CN Pentanamide, 

N» (cyanomethyl) -4 -methyl -2- { ( (IS) -2. 2, 3 ,3 , 3-pentaf luoro-l- (4 ■ - 

methyl {1. 1* -biphenyl) -4 -yDpropyl) amino) -. (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry . 





RN 603141-93-1 HCAPLUS 

CN Pentanamide. N- (cyanomethyl ) -5.S, 5-trif luoro-4 -methyl -2- ( I (IS) -2,2,2- 
trif luoro- 1- (4 • - (methylsulfonyl) [1.1* -biphenyl) -4 -yl ) ethyl ) amino) - , 
(2S.4R1- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 603142-11-6 HCAPLUS 
CN Pentanamide. 

2-[({lS) -1- (4>- (arainosulfonyl) -biphenyl) -4 -yl) -2. 2. 3.3.3- 

pentaf luorop ropy 1) aminoj -N- (cyanomethyl) -4-methyl-, (2S) - (9CI) (CA 

INDEX 

NAME) 

Absolute stereochemistry. 
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RN 603142-12-7 HCAPLUS 
CN Pentanamide. 

N- (cyanomethyl) -4 -methyl -2- [ ( (IS) -3,2, 3, 3, 3-pentaf luoro-l- (4* - 

t (2 -hydroxy- 2 -methyl propyl ) sulfonyl ) (1 . 1 • -biphenyl) - 4 -yl ) propyl ) amino) - . 
(2S>- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 603142-13-8 HCAPLUS 

CN Propanamide, N- (cyanomethyl ) -2- I I (IS) -2,2, 2 -trif luoro-l- (4 ' - 

(methylsulfonyl) (1, 1' -biphenyl) -4 -yl) ethyl) amino} -. (2S)- (9CI) (CA 

INDEX 

NAME) 

Absolute stereochemistry. 
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RN 603142-14-9 HCAPLUS 
CN Pentanamide, 

N- (cyanomethyl) -4-methyl-2- [ [ (IS) -2, 2. 3, 3. 3-pentaf luoro-l- [4-- 

I (l-roethylethyl)eulfonyl) (l, l' -biphenyl] -4 -yl) propyl) amino) - , (2S) - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 



P3« 




i 



i-BU^g^NH 

i 
i 




RN 603142- IS -0 HCAPLUS 
CN Pentanamide. 

N- (l-cyano-l-methyiethyl) -4-methyl-2- ( { (IS) -2. 2, 2-trif luoro- l- 

[4'- (methylaulfonyl) (1. 1* -biphenyl) -4 -yl] ethyl) amino) -, (2S)- (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 
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(Continued) 




RN 603142-20-7 HCAPLUS 

CN Pentanamide. N- (cyanomethyl) -4-methyl-2- ( ( (S) - (4 ' - (methyl sul tony 1 ) |1, 1« 
biphenyl] -4-yl J {4- (tr if luoromethoxy) phenyl) methyl] amino! (2S) - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 




/CF 3 



RN 603142-21-B HCAPLUS 

CN Pentanamide, N- (cyanomethyl) -4-methyl-2- [ ( (S) - (4* • (methylsulfonyl) [1,1* 
biphenyl) -4-yl) -2-thienylmethyl}emino] -. (2S) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry . 
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(Continued) 



A- 

HIT 5 8u-i 




RN 603142-23-0 HCAPLUS 

CN Pentanamide, N- (cyanomethyl) -4-methyl-2- { ( (S) - (4« - (methylsulfonyl) (1.1' 
biphenyl) -4-yl) (4- (trifluoromethyl ) phenyl] methyl] amino) -. (2S) - (9CI) 

(CA 

INDEX NAME) 
Absolute stereochemistry. 




RN 603142-24-1 HCAPLUS 
CN Pentanamide, 

2- ( I (S) - (4-chlorophenyl> [4 • - (methyleulf onyl) [1, 1 • -biphenyl] -4- 

yl ] methyl ] amino] -N- (cyanomethyl ) - 4 -methyl - , <2S) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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O O 



RN 603142-30-9 HCAPLUS 

CN Pentanamide, N- (cyanomethyl) -2- [[ (S) -2-furanyl [4-- (methylsulfonyl ) [1,1'- 
biphenyl] -4 -yUmethyll amino] -4 -methyl-. (2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 603142-3S-4 HCAPLUS 

CN Pentanamide, N- (cyanomethyl) -4 -methyl -2- I [ (S) - (4 •- (methylsulfonyl) U.l'- 
biphenyl] -4-yl] -3- thienylmethyl ) amino] - . (2S) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 603142-36-5 HCAPLUS 

CN Pentanamide. N- (cyanomethyl) -4-methyl-2- [ [ (S) - (4 ■ - (methylsulfonyl) [1, 1'- 
biphenyl] -4-yl) (3 -methyl -2-thienyl )methyl ) amino] -, (2S)- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry, 




RN 603142-42-3 HCAPLUS 

CN Pentanamide, N- (cyanomethyl) -2- { I (S) -3- furanyl [4 (methylsulfonyl) U.l'- 
biphenyl] -4 -yljmethyl] amino] -4-raethyl-. (2S) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 603142-45-6 HCAPLUS 

CN Pentanamide. N- (cyanomethyl) -4-methyl-2- [ ( (S) - [4*- (methyl au 1 fonyl ) (1. 1 ■ - 
biphenyl] -4-yl] [4- [4- (methylsulfonyl)phenyl] -2-thienyl)methyl]amino] -. 
(2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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i 



N^ ( 
H 



RN 603142-70-7 HCAPLUS 
CN Pentanamide, 

N- (cyanomethyl )*2-{[(S)-[4'- (methyl sul fonyl ) (1. 1 • -biphenylj -4- 
ylJ-2-thienylraethyl] amino)-, (2S) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 





RN 603142-49-6 HCAPLUS 

CN Pentanamide, 2- I { (S) -"{4 ■ - (aminosulf onyl ) [1,1' -biphenylj -4-yl] -3- 

thienylmethyl } amino] -N- (cyanomethyl ) -4 -methyl - , (2S) - (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 



HN^'s^ Pr-n 




IT 603143-34-6 603143-36-8 603143-38-0 
603143-63-1 603143-64-2 603143-67-5 

603143- 94-8 603143-96-0 603143-98-2 

603144- 00-9 603145-26-2 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(cathepsin cysteine protease inhibitors and their therapeutic use) 
RN 603143-34-6 HCAPLUS 

CN Pentanamide, N- (cyanomethyl) -4-methyl-2- t ( (1R) -2. 2. 2-trif luoro- 1- (4 ■ - 
(methyl sul fonyl) (1. 1' -biphenyl] -4-yl] ethyllemino] -. (2S) - (9CI) (CA 



L10 ANSWER 12 OF 14 HCAPLUS COPYRIGHT 2007 ACS on STN (Continued) 
NAME) 

Absolute stereochemistry. 




RN 603143-36-8 HCAPLUS 

CN Pentanamide, N- (cyanomethyl) -4 -methyl -2- I (2, 2, 2-trif luoro-1- (4 • - 

(methylsulfonyl) ll. 1' -biphenyl) -4-yl Jethyljamino] - , (2R) - (9CI) (CA 

INDEX 

NAME) 

Absolute stereochemistry. 




RN 603143-38-0 HCAPLUS 

CN Pentanamide, N- (cyanomethyl) -4-methyl-2- ( (2, 2. 2-tritluoro-l- (4'- 

( (raethylamino) sul fonyl] (1 , 1 ' -biphenyl) -4-yl J ethyl] amino] - , (2R) - (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 
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RN 603143-63-1 HCAPLUS 

CN Pentanamide. N- (cyanomethyl) -4, 4 -dif luoro-2- (( (IS) -2 , 2, 2-trif luoro- 1- [4'- 
(methyl sul fonyl) [1. I' -biphenyl] -4-yl] ethyl] amino] -, (2S) - (9CI) (CA 

INDEX 

NAME) 

Absolute stereochemistry. 




RN 603143-64-2 HCAPLUS 
CN Pentanamide, 

N- (cyanomethyl) -4 -f luoro- 4 -methyl -2- ( ( (IS) -2, 2,2-trichloro-l- 

14 '-(methylsulfonyl) (1,1 '-biphenyl] -4-yl) ethyl] amino]-, (2S) - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 
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RN 603143-67-5 HCAPLUS 

CN Pentanamide. N- (cyanomethyl > -4. 4 -dif luoro-2- II (IS) -2. 2. 2-trichloro-l- {4 • - 
(methylsulfonyl) U , 1 • -biphenyl] -4 -yl] ethyl ] amino] - . (2S) - <9CI> (CA 

INDEX 

NAME) 

Absolute stereochemistry. 



V/° 




N- (l-cyanobutyl) -4 -f luoro- 4 -methyl -2- 1 1 (is) -2. 2. 2-trif luoro-l- 

[4* - (methylaulfonyl) (1. l' -biphenyl) -4-yl] ethyl J ami no) -, (2S) - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 
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RN 603143-96-0 HCAPLUS 

CN Pentanamide, N- (l-cyano-2-cyclopropylethyl) -4-f luoro-4 -methyl -2- I HIS) - 
2. 2. 2-trif luoro-1- [4' - (methylsulfonyl) |1, 1 ' -biphenyl} -4-yl J ethyl] amino) 
(2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




Me P 



RN 603143-98-2 HCAPLUS 

CN Pentanamide, N- II -cyano-2- (3 -pyridinyl) ethyl) -4 - f luoro-4 -methyl -2- I [ (IS) - 
2,2, 2-trif luoro-1- [4 ■ - (methylsulfonyl) U. 1 ' -biphenyl) -4-yl) ethyl} amino] - , 
(2S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 603144-00-9 HCAPLUS 

CN Pentanamide, N- (l-cyano-3-hydroxy-3-methylbutyl) -4- f luoro-4 -methyl - 2- 
I { (IS) -2,2. 2-trif luoro-1- [4 ' - (methylaul f onyl ) (1, 1' -biphenyl] -4- 
yl] ethyl} amino) -, (2S) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 603145-26-2 HCAPLUS 

CN Pentanamide, N- (cyanomethyl) -4, 4 -dif luoro-2- II (IS) -2, 2. 2-trif luoro- 1- 14 • - 
(methylthio) 1 1. 1 • -biphenyl] -4-yl] ethyljamino] (2S) - (9C1) (CA INDEX 
NAME) 

Absolute stereochemistry. 
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AB Title corapds. IRIR2NCR3R4CN; Rl - Rl 1R7NCR5R9X1 , 

R11RBNCR6R10X2NR7CRSR9CX1 ; 

XI. X2 independently - CO, CH2S02; R5, R6 independently - H, Cl-6alkyl; 
R7, R8 independently - H, Cl-6alkyl; R9. R10 independently - 
(un) substituted-Cl-6alkyl ; R9-R7 - triraethylene. tetramethylene, 
phenylene-1, 2 -di methylene; Rio-RB > triraethylene, tetramethylene, 
phenylene-1. 2-dimethylene; R5-R9 - C3 -Bcycloalkylene. C3- 
Sheterocycloalkylene; R10-R6 - C3-8cycloalkylene. 

C3-8heterocycloalkylene; 

Rll - X4X5R18; X4 - CO, COCO, SQ2 ; X5 - bond, O, KH ; R18 - CI -6a Iky 1; R2 

H, Cl-6alkyl; R3 • H. Cl-6elkyl; R4 • CN, COOH, COOCl-Salkyl ; R2-R4 - 
triraethylene. tetramethylene. phenylene- 1. 2-dimethylene; R4-R3 - 
C3-8cycloalkylene, C3 -BheterocycloalkyleneJ , N-oxide. prodrug, isomers, 
pharmaceutical ly acceptable salts, and composition are prepared as 
therapeutically effective estrogen receptor agonist. Title compds. are 
claimed in treating osteoporosis in post -menopausal woman in which 
cathepsin K activity contributes to the pathol . and symptoms tol . of the 
disease. Thus, the title compound 
(S) -C6H5CH20CONHCH (CH2CH (CH3) 2) CONHCH2CN 
was prepared 

2000:666701 HCAPLUS 
133:252050 

Preparation of novel N-cyanomethyl amide compounds 
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N-terminal substituted dipeptide nitriles R(L)xXlNHCR2R3C( :Y)NHCR4R5CN [R 
is optionally substituted aryl, alkyl, alkenyl. alkynyl, heterocyclyl ; 



R3 ■ H, optionally substituted alkyl, cycloalkyl. bicycloalkyl , or aryl-, 
biaryl-, cycloalkyl. bicycloalkylalkyl ; R2 and R3 together represent 
alkylene, optionally interrupted by O. S. or NR6. where R6 is H, alkyl, 
arylalkyl; or R2 or R3 are linked by alkylene to the adjacent nitrogen to 
form a ring; R4. R5 - H. optionally substituted alkyl. arylalkyl, C02R7, 
CONR7R8 (R7 is optionally substituted alkyl. aryl. arylalkyl. cycloalkyl. 
bicycloalkyl, or heterocyclyl and R8 is H or optionally substituted 
alkyl, 

aryl, arylalkyl, cycloalkyl, bicycloalkyl, heterocyclyl), etc.; R4 and R5 
together represent alkylene, optionally interrupted by O, S, or NR6 ; XI - 
CO, CS. SO, S03, P(0)OR6; Y - O. S: L in optionally substituted Het. 
Het-CH2. CH2-Het (Het - O, N, or S) ; X ■ zero or 1} were prepared as 
inhibitors of cysteine cathepsins, e.g., cathepeins B. K, L and S, and 

can 

be UBed for the treatment of cysteine cathepsin dependent diseases and 
conditions. Thus, N- (2- I ( 3 -carboxyphenyl ) roethoxy) -1 (S) -cyanoethyl] -3- 
methyl-Nu- (2, 2-diphenylacetyl) -L-phenylalaninamide was prepared and 
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